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mmm- 



x-f /i,fcMv%<&;i ai/xf n-MDMm 

MM** 4 ] WWSMMCXttftJMfcffCWa ftt v% S # U if 1/ > 9- u 
n-;i/a i/^f'J ;i/x-f ;v£Mv^ »#*3 &cfB<£tf>a i/*f n-;i/©^ffl 

[0 0 0 1] 

*^Wtt, a v*f n-;Hfcffit*li, ;&ti^*i&Mv*feai/;*f n-/wz>fcffi 
x-f ^ft^trai/xf n-^tffllW. Xtf**ifcBv*fea i/*f a-;v<z>& 

[0 0 0 2] 

V^, 3Wf n-;V»^;i/^KtC^^S(M.S.Bretscher,^ Science 261 

,1280-1. (1993) )„ mmmwum* aux7u-*KX74y*z 3L »*** x * 

>d«ffli»tfc-|»K:ftoT5irn F*>f (A.Rietveld.flU Bi 

ochim Biophys Acta 1376,467-79.(1998) ; &t>\ R.E.Bromi.J Cell Sci 111,1- 
9.(1998)) „ fttJP^ya2/^/*^7rf 5>*"f ;$/K-MGPI)*t 

®^9X©*>/1^ft»3©K>l>f>.K:«Et-* (T.V.Kurzchalia.ftU Cur r 0 P 
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in Cell Biol 11,424-31.(1999) ; fttfE.Itanen.ft, Traffic 1,212-7.(2000)) 

, 8* a»«J:tfKMft^©*a^K^V^M<ft««**fct (D.A.Br 
own,fltU Annu Rev Cell Dev Biol 14,111-36(1998) ; Jfctf, K.Simons.fS, Nat R 
evMol Cell Biol 1,31-9.(2000)) . -f* 3^** h U > (M GD)K1 

(L.J.Pike,-fS, J Biol Chem 273,22298-304.(1998) ; A.Pralle,^ J Cell Biol 
148,997-1008.(2000) ; K.Roper,^ Nat Cell Biol 2,582-92.(2000)) 

o 

[0 0 0 3] 

M.S.Brown,fiB, Proc Natl Acad Sci USA 96,11041-8.(1999) ; K.Simons.ffi. Sci 
ence 290,1721-6.(2000) ; Y.A. Ioannou,Nat Rev Mol Cell Biol 2,657-68 

.(200D) . z.<DnWtfi*»**£* IMM!fls*fctt--^-^y^««(WC 

)CDj:05fe^^5f#@^^^S(P.G.Pentchev Biochim Biophys Acta 1225 
,235-43.(1994) ; L.Liscum,Traff ic 1,218-25.(2000)) 0 »>KV- 

Xftm'f&Z.t.KZ*). 3VX7-n-;^^©TOlCg8^^^(T.Kobayashi fl& 
, Nat Cell Biol 1 ,113-8. (1999)) „ L^U 3 l/ja^n-/!/* J:tf/*fctt3 

[0 0 0 4] 

/KUxf 1/>^'J3^3^T U ;i,:n~r ;V (PEG-Chols) l±, «&M£0> 3 1/ 

oIilttffl-i©W*5(@lA) (H.lshiwata,^ Biochim Biophys Act 
a 1359,123-35(1997)) . PEG(50)-Chol (#^*&2587, «aW©»*T?**S0 
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6 *l"0**(T.Baba «L Traffic 2,501-12. (2001)). bfrbfctf 

[0 0 0 5] 
[0 0 0 6] 

*»W#&tt±»«ffl«:»»-rSfc«>K:«*tftftf U PEG(50)-ChoHC J: y 

«ffi#fc<5%0>fcfft»b, tWt-W-7v^fe*fflLT, PEG-Chol#«fc* 
3fc»KfclB_ 2 itroTJ|irtr-r*r a &KH»»rtT?PEG-ChoW«2ff 

8 * * *K & &l# b fclitfk PEG-cho l # n 1/ x t- n - ;wc#5I65 ic^1- s r £ 
^tsrt&lffiU. ^^lirtle>©^^cS^V^T^bfe : fe©T'feS 

o 

[0 0 0 7] 

*«HB©JM©IHBK:J:*itf, «ia*iTV^T%»J:V^Ux^by^y 3-/1/3 
^3 l^-x-U ;i/X— -r^Mv^ci bv>„ 



2003-3052595 



#2 002-160277 





[0 0 0 8] 



#3&«§-eJSv^jKy x^ U>^'J3-^3^f'J^-f^i:li, Hi Aic 

mm b & it^mv & y , «c*s© * ^tks© 

jKiJ 'J (H.lshiwata.fti, Biochim B 

iophysActa 1359,123-35(1997)) „ nttJK'Jxf 

u*^y ;i/x--r/Mca3ttSn<z>!8ax, 3i/^fn-^i:©^fi:lii&# 

iKfeV^yWKHWStlftV^; 10-1 0 0 0. #£b<lx2 0~2 

0 0, j:yftl<»2 0~10 0lS^S o ff*b<«fflTfSS-*«J:tt 
tt, n = 5O05jf;xfv>^'J3- ;i/$s# & ^ tf^K U x^ 1/ > ^ U n - ;i/ n y 

[0 0 0 9] 

T*&y. ±aB©*IR (H.Ishiwata,fl&, Biochim Biophys Acta 1359,123 

-35(1997)) KHB«2ftTv*s. #»iircBv**#y x^ v>^y a-zi/a 1/* 

^y;i/x-^;i/lx, 3i/^n-^&iI(c^bxfi/>^'J3-^&S 

AbSJSS-e5^i:f^yiit5ri:^T^S (IshiwataflB, Chem Pharm Bui 

1 43, 1005-1011(1995)) „ tfy x^l/>yy 1'*^ 
-r;wx, n^fn-Jl/Ch^x^^^Si^iisK'Jxfl/vy'Jn- 
/UfcfcfiJSSitStfttCiyM**-**'*** (Patelfifi. Biochim Biophys 

Acta 797:20-26(1984)) „ 
[0 0 10] 



4 



ffi$E#2 003-3052595 




4f 2 00 2-160277 



tSo 7^l/iZ>f> (fluorescein) , FITC, BODIPY 

493/503, BODIPY FL , WI/W^^'J>> 2* , 7' -^DP^V 
*l/iZ-f>, tKn^fT'JX jlbW7'J>, t7h7MVt^fX 
Oregon Green 514, ^bW^n-^V (TMR) , X-U-#$>. NB 

D TRITC, Texas, Cy5, Cy7, I R144, FAM, JOE, T 

32 13 

AMR A, ROXftiftMtSS^fW. MfltWfc^ 1 *' P ^ 
X I, 35 S, 45 Ca, 3 H, 14 Cfcaf&«JB*«£fc#*e£3- ^©f&> m^Xb 
l/X&ffiSfl (HIC)carboxy-PTIO, DTGS ; N 0*3tfBKHt:)HMI5 ; U* ©cagedy 
$JM', *\s~hM (MXi*. DTPA, EDTA, NTA&H) , S*<Z>carboxy disulfi 
de ( S-S (*/!/*>«> ©WWt*) 

[0 0 11] 

l/>yy 3-/1,3 i/x^y/bx-^/bfc«fR»K *©»»ltt*cRfcSft-riB 

y/bx-?/b«*©»» ftfiftffl. pH««Mfc*0 *** 

[0 0 12] 

******** *iistiTVxT%J:v^yx^l/>yUa-^ai/^y^ 
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[0 0 13] 

o 

nUX ^n-^c^'ufcif^>^m>i<ux^i/>^y3-;i/3V^^u^x 
n^-fb7!/'J^ (nbt) fc5-^n*-4-^nn-3— f^KU^/ 

[0 0 14] 

taarr s*^***- - * lc * y • 

[0 0 15] 

icis* b fcatftRStt ft a*#ic4fc*i©#t*K: «fc y ME** d i: ic «fc y , n^f 

6 fflM^ 2003-3052595 
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o T IS Jt 2 *l -5 % © T? & V > . 
[0 0 16] 

(#80 

c i ) &m.(D&nmnfctt-* s ^^-MOTG-choi (bPEG-choi: 

) <Z)M-£tg£> ««©at»JCK.Igarashi ffi, J Biol Chem 270,29075-8.(1995)) 

^r-rsbPEG-choi uo*!0 <Dffi&*±m d) »*&hick: 

(3) ^3i/^t7 5 F(GlcCer)i:^7-f >(SH). *fc»40l/=i 
i/fl/t9$Ki:^Ut>f^77f^3'J> (D0PC) i: (DU^m (B9 1 D tc 
mbfcJW-e-&ff-30nmol) lc^SbPEG-Chol©«-&S:^«f bfe. ^01 D 

[0017] 

(4) GlcCer, SM, GlcCer+SM(l:l)fe^tJ J GlcGer+DOPG(l:l)<D^l&^aE^*M 
^t-?^AO^-XS«bfc. MicroCal VP-DSC£#im UT, 1«MU# 
V~A(GlcCer. SL D0PC) £ fcte2mMU A (GlcCer+SM, GlcCer+DOPC)«« 
$£500/il£ft*l!lbfco *g*&Hl 

K#d»Mau 0.5% C12-B0DIPY-PC (^^D-^) ft#*«r*WM©GlcC>r+D 
OPCCD^PD^^^O/tlSrUSIS/^^A (Fukuoka, Jpan) FSD-500 Langmuir 
-BlodBett<Dh97K:ttAi-*rfcicJ:yff*bfc. C12-B0DIFY-PCH:, «5fcftlC 
DOPCjf Kl^KSnfe- *Wffi*W:10rt/«K:W«Ebfe. LM Plan FI 50x*f#l/>X 
^«fc^*^3GCD^^^^#^fe0lympus Power BXl^i«i?:f ffltttW 
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[0 0 18] 

(6) #*fc*©3i/*?n-/u**toi«M«>:*:7-f y3$*vym*m^ 

X. ¥BM0>m&*MK7 &* fc^*?** >PEG-Chol (fPEG-Cho 

l)(H.Ishiwata,^ Biochim Biophys Acta 1359, 123-35 (1997) )<DmOtK^X 
##fbfc. 'bm*~ S6*©ay(A.Miyazawa Mol Immunol 25,1025-31.(1988 
)) #ISbfco /^J^&fPEG-Cholil-^^C^T30^^> ^ r^ / <-^^fe- ^ 
^©fPEG-Chol*:, i5KXg-ei5^ra3SI^IBIbT«feV%«Sbfe. KVyhOfKfh* 

[0 0 19] 

(7) KBi©fPBG-Cliol©#»td*fbfc. SOO^M ©SM/Chol(l:l 
)Ud«V-A.&, 0.5/*K©fPBG-CholfeJ:tJP0.5/»M©N-n-f W 
^77f^;^75>mU sWHH*fettSK/Cliol(l:l)^6# 
&3 n« U * V - * (50 #» M) iC^iU b fe. 488u£eM b &«*©535i»K: £ tt * 

& (fret) ©^m&ffMb fe D «*&HiHicm-r. 

[0 0 2 0] 

as, 3^fn-^i^v^f>^^fn-;wt sigmaux-y#i 

Abfeo ffi©£T©BISC&> Avanti Polar lipids (77^79;U^-) 
[0 0 2 1] 

ChoU*nV*irn-/K SUttX^-fS/zUx!):/. PCtt**^**/!^!) > 

77fi?M;^-^ PAtt**7T*$»* GHltt^f>^y*^KGn- GM 
2tt35f>^y*S/KGM2,-GM3tt^f>^y*2/l ? GM3, GalCertttf? * h 5 
K, GlcCertt*>3$//l/«3 b\ LacCer»9 * h 2/ A/* 9 5 KT*fc*. 
[0 0 2 2] 

8 mS£# 2003-3052595 



'#2002-160277 



(»*) 



lf*^-^fl;PEG-Chol (bPEG-Chol: If ^^>1^^PEG(50)-Chol©^3g3i^ 

ft&bfc^ bT4-* n n-i-ry h lthrpm-^x hr 

lf5?>ICJ:y*©*Hr*tt6*bfc (HlBRtfC) (A.Yamaji ffi, J Biol Chem 
273,5300-6. (1998)). bPEG-Choltt, 3 l/*^n-/l/fc *tf*tt«»* («!*.« 

) u*u bPEG-choiii, tu^&u>n*&WttttAft my 

^y*S/K) iCttlfr&bfcfrofc. bPEG-Cholli. nl/xf'J^x^f^itf 

©^lijciij, bPEG-Choi^^;vni/;i/-fe^^ Kfc*ir£bfc<fcofc#, 

*>f r * *J» n U > (D0PC) tcte^tf) * o Bfcfro fc (HID 

) . 
[0 0 2 3] 

£ttj££l»*ffllJ£(DSC)tC intf, SMilGlcCeri:©*^;i/»^©^/b;fr&* . 
#^©ttSffl«^a«tt. SMi: GlcCer iCO VNT © IB*** * - * # 

TjkZntc (HIE) . itttCfcfbT, DOPCilGlcCeri:a>«f«E^/»-^W©W«ffi« 
#a«tt-GlcCer©««*aKK:*»K:3E<, * bTD0PC(D^#MttSM©lMft 

r ©sue ^ dopc ^ (D-mfru&mzmftz ^^^C^BS^-t*^ 

[0 0 2 4] 

GlcCer^DOPC^&^IKSn&ril&^fiE-rSfeAK:, fcftlttbfe ( 

01 F) . *^?»<DlttfcK:*y. GlcCer (JR) ttDOPC (ft) ^fe^KbT, ffi 
*fc*fc©*W«lcT F*^>***'*"*"* sfl, * l ' fc ' r©^m«. PEG-ch 
ol *tt»»ft fc^ivMC* Ul*oT v%*#-&k:©*. PEG-CholtttM£«fllK 
tg-^fSiil^itS. |BJBK©IIlH?Stt«f»j»*(D.A.Broim f «, Cell 68 
,533-44. (1992))S«fe^5 s ;bmtC^^SfllMSB^©.ilF^(T.Y.Wang,^ Biophys 

J 79,1478-89. (2000))*6>, tMlfflllC^t^^OiUU^J »f 
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£T?*S si: ****** i<D«*tt. «fffla^ »PEG-Chol l^Bi^lC »^ A. 
[0 0 2 5] 

Utjy 7/1/* l^-feW ^PEG-Chol (fPEG-Chol) ££g/a It, U >KV 

bfc (BIG) o 3V^a-^t^ (10%) #-£ttfPEG-Chol#S!iy# 
y-Ai:»^U3^fc**■ofei:v^^WH:, JilBRtcS^T, fPEG-Choltfn i/*^ 
n-/wj y^fc-K*>f >&K«*rsr fcfe^b*cv>*. 

[0 0 2 6] 

<DfPEG-Ciiol©#»fcW3febfc. fPEG-ChoKOHafetHWrSfeftK:* fPEG-Chol 

> (0 - #3* >-PE) ©W©«»#»x*/l/¥-** (FRET) fcttfe bfc (J.W.Nich 
oli,i, Biochemistry 21,1720-6.(1982)) . fly-AIC* V*T, fPEG-Ch 

■ ol«^tt, FRETlC^ym^bfeo bfrb. -fi; fPEG-Chol#^U#y-AtC 
ftms*i££> mft«ili3febfe<fcofc. SMyiKy--i>£#MNfc£bT#:ffib, 
SM/Cho 1 (1 : 1) U # y - A ft 5**# i: t T mm b f PEG-Chol 0tt*tt fcfli 

^#^feJ:^^©W*^SM/Chol(l:l)T?«)S#^ 

fPEG-Choimt^H#mbfe^ofc- :ftbOi#i*' PEG-Choi^n v^^n 
-/by y^«i|JIK:B5is»KUia»a*n, &^®mft&cg3b&&?>^5-££^ 

[0 0 2 7] 



1 0 



2003-3052595 



• 



#2 0 0 2-1 6 0 2 7 7 




• 



tt*W>»»JCT.Kobayashi flu Nat Cell Biol 1,113-8.(1999)). IE*(H2A 
~ D ) i3 <fc NPC (®2E~H)<Z>Hh & Jt$§3»« HJfe U jgjtft &3I b = 
&{C, 5/*M©fPEG-Chol(S2AWE). 50^g/ml7 -f U lf>(B 2 B&t?F) 
itftflTGN 46^(Serotec Inc.. ^yx,t«yn7^F)(@2C0G) 
fcMV>T*tt%HMWtbfc. Zeiss I^J«U&***i&«BbTtt»fe»Kb 
H2DfttfH»*&J*W*&5Vr. fifttt3i<0t*EIIO^<E&St. fPEG 

-choii:7>f y tf>fcT*§£&bfcimtco ^-c&, m^NPCMicfcv^T^SJc 

[0 0 2 8] 

®2 i&tfjcfcvvrau MPc«Jiifca*Jfii*(i9 2 i ) ^ J: r^BW jfe» ch 2 j 
, imM^7-f>dr^xy y • y#y-A(B2K)*fett^r-/«s«>/3 

l;^fn-^(l:l)'J3KV-i»(H2L)©#«TTf, jWIS&fPEG-CholJCJ: »;*« 
bfc 0 

[0 0 2 9] 

g[2M~RiC*5^Tte, * 9 ^ -V*JB*MEB4 (02M-O) SJctfMM* 
*K:^«©**Sa*#GM8B (H2P-R) feKflSbsMMSbfe*, fPEG-Chol 
(BUM&tfP) t3«fctf:7-r ytr> (02NMQ) T?-M©I&bfc. MEB4&J: 
.tfGM95KlfeW*«^*->©S«e», fPEG-ChoUC J:«il^lC|IXi: 

&bfc (02OMR) o 
[0 0 3 0] ' 

(»*) 

in vitroT?©PE(Haiol4:»^«!»*ti:©*2^ffitt. r ©^HWfflBBlCfcV^ 

w*vx«*fc»*bfc (H2A) o ra*©^wwf«s«^*->^ 

-^/i:S^S^t57^ y if>S:fflv^JS«trK: ! fe««snTv%s(J.Sokoi 
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J Biol Chem 263,3411-7.(1988) ; fttJf, T.Kobayashi Nat Cell Biol 1 
,113-8.(1999)). fPBG-CliolSBfttt, b * > *a>2^-*-T*&STGN46*:S 
£»JCtta»*bTV*fc<A.R.Prescott f «U Eur J Cell Biol 72,238-46.(1997) 

)„ dT^5;#lcfiv^Tiai46l:ai/^yn-A/# 

-;V^M^{C^-r^rilT?S>S(P.G.Pentchev Biochim Biophys Acta 1 
225,235-43.(1994) ;L.Liscum,Traffic 1,218-25. (2000) ; ft*, T.Kobayashi 
ffi, Nat Cell Biol 1,113-8.(1999)) . lEttfcWHMMfctt** 1 ^ NPC ^ 
#ttJI&fc:*3V^tt> fPEG-Choiic J: »J & ^ ^ 
5 (0 2 E) . Ulf>«?lfc*»<E^tV^fc (EI 2 FX 

[0 0 3 1] 

^*lC«^bfe(J.Sokol flB, J Biol Chem 263,3411-7. (1988)). NPCM3&, M 
Mtif <z>f^fe »; KHBU»ifc*©#*TT?«ia*fe»#. fPEG-Cholic J:««MB 
©*«tt*b<«^bfe (02IWJ) . fPEG-Chol^SM/Chol(l:l)U^y- 
&£-MKmmm?Z^ fPEG-Chol#f§5lM*Lfc (02 L) . 3l/Xfn- 

<<J>&V\£fc#a*S*lfc (13 2 K) . fPEG-ChoU«F*>f ^C^&i^S^ 
, SM/CholU^y-A?:Mv>T%^S.n^v>rh^e>, fPBG-Chol a. 

[0 0 3 2] 

GMSStt, *»K^*K:^»©**^9^-^*«*^**(S.I*»* to .^ Pr 
oc Natl Acad Sci USA 91,2703-7.(1994)). PBG-Chol*ftlC6W 
fc«**fc«>K:, GM95£MEB4fiMt&i£«Jbfc 0 GM95feJ:^MEB4©t®mi: : fe 
fPEG-ChollCcty^tC^atlfc . *©*«tt^-f y 

hT:/«»i:#JSfcbTV^. r*l fPEG-CholKlJ:**lllfi©*»tt£ 
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[0 0 3 3] 
HJSM3 : fPEG-CholcDiSHB^t®©^ 

lESfct: l A tt©fPEG-Chol;J3i:tf5AM AlexaFluor 594 

M7;i/ftF-eiO^@gbfe. @3®A^C»fPEG-Chol^ ®3(Z>B 
MDliAlexaFluor 594m3feT'3D£. VvfcftU*, fPEG-Ghol 3 l/^ b 
>T^SiC^Stlfe«5t5:^^o fPEG-Chol<D^T«^Stlfe 

„ ®3©E&t>*FtC£^T&, ©SitfJC lOmMcDM/SCDlCi^GT^O^Ml! 
3S£$BJ&K:irrME), £fc&B2fc^ofc(F) 0 MIS £ 1 # Mtf) f PEG-G 

holT'tliibfco. ®3lC33VM:/*-&4^m£^ 0 
[0 0 3 4] 

^ 4 CD G ~ L tC V%T tt, iEm^>gWi^il#^3S & 2 M(7)f PEG-Chol T'®^ b 
, £ & IC5 * g/ml if ;fr 3^ -MK-t&MM ®* (EGF) £ % iC4'C T?20£ W (0 4 © G 
^H),^fe»37X:^2^K (gI4©lS.^L) >f >^p.zL^- h bfeo tfttCffiHBS 
£3%PFA, 8%^^n-^**tfPBSKlj:yH3tU A?frbTTRITC**Ufc* K 
1/ ^ b T tT S; > £ % IC4°C T* 20^ -f^a^-bbfco Hamamatsu C-4742-98 
3^SICCD*^9SflliLfcNikon TE 3OO0m«T?S*»&«3fcbfc. 04©G&tf I 
ttfPEG-Chom^ H4©H&t^JttAlexaFluor 594©EGF^"^*«- H4 0K 
fc«J:tfLlC*3V>T&, l^MOfPEG-Chol^itKAlexaFluor 594^1$bfc 

©KttfPEQ-Choim^. ®40)L^nb^h=¥e/>m3 , 6T^§ o H4CfiV>t/1 
— Ii4/im§:^ , ^* 0 
[0 0 3 5] 

® 5 ©M~ P tC £ V% T tt, B MBS«f5A20 . 2 J £ tftftfc b T*37°C X 1#I8K > * 
^-hbfeo &lClWfla&i5fc?£U 1%PFAT?30#ISIBJ£U £MC*±JC;!3V^45 
#|flk 0.7AMCDfPEG-Cholfej:t>*10/iig/ml©Alexa 546^3 h *5/>B-fr>r 
3=.y hfc^rrS0.1%BSA&ffiVvr«8Kbfc. tfci**, Zeiss LSM 510#fcj& 
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N&n'I^ h=¥t/>^> S5©0^m @50PliSfIIit^S. 
[0 0 3 6] 

F(ab') 9 ^ig) i<5» s /m\itm^T37°cT* lftmmmbt-o ?k^T*±m£mmm 

B£@£U Ife-febfco ® 5<5DQ»fPEG-Chol^, 05©R»3l/7h^^> 
© 5 CD S &<&J&iB^ @5©TMtfB^llHin?&£ 0 
[0 0 3 7] 

gd6«3T?tt, i?m-Oio\<Dmmmm(o^^m^rc (03~@5) . 

V^F*>f> (ii#200~500nm) lC;j3V>T. J: *J g&VN^T^fiStlT Vn£^- 
^®^*e,tlfc (®3AWC) o Z.frfi><DP*-(y<D-B^ AlexaFluo 
r 594^0^3 h*t/ym£&m&hT^rc (03B&tfD) 0 

G.Parton, J Histochem Cytochem 42,155-66. (1994)) „ j&HS&£> 3l/Xfn-^ 

Sfc, fPEG-Cholife'fe^t>*lfe (03EMF) (G.fl.Rothblat J Lipid R 
es 40,781-96. (1999) )„ 
[0 0 3 8] 

0SS&Ji^i^®^(EGF)TW^b^^ofc#^OfPE(r-Chol<D^&?ra 

^ b o egf^# « n v ^ ^ n - ;v u v ^ & k&r IB K * a > & b x y 

, EGFS«#^©EGFCD*S^ttJlWifi*lfi©=l -;MC^#lT £ ^ £#^t£$ 

*l£(M.G.Waugh,-fffi, Biochem Soc Trans 29,509-11.(2001) ; K.Roepstorf f M 
, J Biol Chem 8,8(2002) ; &t>\ T.Ringerike.ffi, J Cell Sci 115,1331-40.(2 
002)) . fPEG-Chol&3fe«* EGFfc4X3Tf*iDbfc»#©tf^>«liEGF©^i: 
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^US&bTV^ (04GWH) o ZGV&37°CT*mV?Z>£* EGF^^©^^X 

( @ 4D o Gni(Dmmmmo^%z(D^r^m^r=. 0 Gm%^n^<D^^^ 

Z-K&^TmitZ&X&V, SbKlfPEG-Chol^Jg&bTV^c (04K^ 
L) „ Zfrfi><Dl&mZ. EGF#, n^'X^^~^feJ:tI ^ GMl<DW^^C0V^TEGF^ 

[0 0 3 9] 

m^BfiyPV*^ KM:, BlHJia*fcA20.2J©|R^RJI^©BWlft^LJSS*# 
##*Sft*RK:?ffrfflS*l*(M.J.A^,*fi, J Biol Ghem 276,46371-8.(2001) 
)„ F(ab')„migT*©^SlCj:yfPEG-Chol^#^SB$nS^if^^S:M^feo *L 
S«fT*ii, Alexa Fluor 594#f» l> 3 U9 b * £tffPEG-Chol{C «fc »J ^® 

£#<Df&fB##^tfJt#o£: (0 5 0M~P) = b^b, F(ab') 2 $r#T 1 #IH 

©R) o fPEG-Chol%r©«3gK:^«EUfe (05©QM*S) . £©*S*l** B 
«Il!S*CDJWa©BRK:a v^rn -;v#GMi £-£ttc?##IB£ tis r £ feaV*-. 

[0 0 4 0] 

(1) ±IB©il i ;> XM/^b 1 J^>Oft^MbTlE^(0 6<Z)A)^J:t?NPC( 
H6©B)««l*01fil©IR^KK&a3a^^fe- ***** fPEG-Choltil%lC^ 
T?30#IS>f hbfc^&CSfc#U Zeiss LSM 510#&j&«tttt<Z>TT?£ 

( 2 ) !ESI$if«fflB§ (®70DC-H)^«fc tFNPC$$$i#$flIi£ (0 7 © I ~ N ) & 
, l^MOfPEG-CholfcfcfcC^MT'S^-f >^-M^fe. Mft^b, in 
g/mln-^^> .Wb5^©#«TK:8V^, 3TCT?10frW(BI7<DF, I. 
, L), 60^^(H7<DD, G, J, M)J3J:tfl80#|HKH7©E, H, K, N)>f 

[0 0 4 1] 

(3) K?mm&mmz> lfi^fvEG-choihu^Kmux^m^y^^^- 
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hbfc. *IC**fc*l»U 37T5T?30£IBW h^fc (H8 0) . NPC 

wmmmnsL. 1 ^ mo f peg-choi 1 1 1> &c4x; t*303W ^a^-hufc. 7*&c 

*Bfcft*U «i*b£. *IC**ftfc»U 87TCTf30^IIB-f>^a^-Myfe 
(08 P) . HPC*****ft* 5A«/«l©^^7x^S;>ATf30«-|B(H8Q). 5 
Vg/ml(DJ adfvT-^TyaO^WKHSR), * fett5 Ag/«l©iM b*92/>BT?30 
#iig(!S8 S)^lim l/»MCDfPEG-caiolfeJ:tJPl"g/"l«>n-^^> • t 1 ** 

£l#M(DfPEG-Chol£2;%C30#H-f >^a^-hbfe#. 5/*g/ml©-iM h#r? 
[0 0 4 2] 



zlV ^^ n _; l/(D j^ I ^^lcov%Tli^^i:A;if^*^VN 0 #**«T*tt 

<D *> |**ff KUS5<Ei-*©*ftll^fc- i£« * * o^ft ***#»* ® ** KB 
****** bl/^MJSJlVOK: J: ».K 3«fl»JC5«iflSbfc. *KI**ftfPEG-Ch 
olt t^lC^^^r a /<- h bfe (H6AMB) „ fPEG-Chol^-fe«, @^b3§ 
5ftftbfe**T*&*ifeJft'fei:tt*b<*«:rDTV^fc (H2AR0fE) . ££>&c 
, iE***fcNPC**K:tt*gfc*v^#&ofc. M*«fe^*****»T?tt. * 

iz&<D/i\mmmmtf&<m&z*>t=-ft* npcwc*^ *^*©*3&*««r«flss 
*3*&. =f;i/ «fc > kv — a/u y v - a rtie>©^#TT* 

^^*9©Wlftlc©*#*i-*wi:*i«a%*S*i*. jE*^»»^**© 
*3a*©^*feJ:0fHPC**©*«*att. **K«K13 l/^fn-^fcttl. 
[0 0 4 3] 

NPC**JC few* 3fi*a l^-^n -/i/©*ttl***©iMifc* *-XAtt5fc» 
^9>*#***§|gfi£^£fc*^bTV^(Y.Unge > *|&, J Biol Chem 275,1 
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7468-75. (2000) ) 0 £#WT?-&J*S tlfen UXfn -/I/i3*tfLDL«:rt-LT«&*l 
fiaVXfn-MifcfeCK^RKCW^ *V%Tlto»l*tty&*ftS. Cruz 
J. G.Cruz, -ffi. J Biol Chem 275,4013-21. (2000)) NPC1 (BP*k **llC& 

#^£*lfc(S.Mukherjee,ti&, Biophys J 75,1915-25.(1998) ; M.Hao #L 

J Biol Chem 277,609-17. (2002)) . DHEtt, 3 0#V^a^-£ 

, Proc Natl Acad Sci USA 98,4926-31.(2001) ; W.Mobius ffi, J Histoch 

em Cytochem 50,43-55. (2002)) . fPEG-Chol Uttt, «3uH©^ffi^ 

[0 0 4 4] 

ikmVfe (BI7CDC~N) o 3ftHlft-e»l/tMa>fPEG-Chol&^Mbfeo ^©IS 
(DfPEG-Cholli, £©&&C^T&7 r *:*h^&«fctfn 1/9 h3r£/>©X> F 

*tlfe*««R*^35f*9i:bTIKi«3tlfe (BI7CDD) „ Z.fr*><DUffi<D±ftrt 
# _ > CHOfflffi C £ V % T DHE-M 0 CD iC J: U & ft b =fe <D £ & o (M . Hao 

fife, J Biol Chem 277,609-17. (2002)) o bfrU fPEG-CholttjW«firt©/MII%8S 
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TV%fc (H7©E3ttFH) o NPCi^il#«iC^^SfPEG-Chol<Z)#l&i«b<^ 

, *»^©fPE(Haioitti<D«3ft(t>K:3»#u :*/i/#«3W&»ttRi:A/£*&*»' 

[0 0 4 5] 

«3R#3t^©fPEG-Chol©jffl»a*tt, ajSKUfc^TS. 41CTftt, fPEG-Chol 

»IfII±ici:H*y, «B«#K:**a**i*i*»ofc (H8P) . 08 Pte* 

m$:^-fe^-5(R.E.Pagano,fi&, J Cell Biol 91,872-7.(1981) ; R.E.Pagan 
o,m. J Biol Chem 260,1909-16. (1985)) . #ClC, f8*ffl<D&&TK'&V& t ™&" 
Chol£J:tfa-*U> • f^^h7>«>f>^-tUf-^a>St|-IUfe. Br 
efeldinA (dT^^HSIfe £0^ 3 *^-*®B«l. ********** 
) fcfc, fPEG-Chol©|@^^ODm»ai^^^^W5:^^^^^ ofeo 2*H^ C 

&c fPEG-choitciyimia&^bfeo £©»-&*>*j>j*».k «JK«3tttm*b, 

[0 0 4 6] 

[#st$!0$Jlil] 
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±aa b itrnmmam&fr e> * f PEG-choi » ai/^o^yvfft^-fyfc 

CH i 1 

[02] 

[H3] 
[04] 

g4fi, fPEG-Chol©$flJ^W©#^£M^£M:3l£^t*o 
[H5] 

g| 5 tt, fPEG-Chol©«HJia*®CD^S:W^fc^*&^'t. 
[06] 

. [H7] 
[08] 
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